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REMARKS 

Applicants have amended Claim 9 to recite a "solid tumor." Support for 
this amendment is found at page 6, 2nd paragraph, lines 11-12 of the 
specification. 

Applicants have canceled Claim 11 without prejudice expressly reserving 
the right to pursue the subject matter of the canceled claim in one or more 
subsequent applications. 

Applicants have added new claims 13-17. Claims 13 and 15 are supported 
by Example 5; Claim 14 is supported by Example 2; Claims 16 and 17 are 
supported at page 7, first full paragraph and Example 2. 

The Examiner has objected to claim 11, because the claim is purportedly 
drawn to subject-matter distinct from the elected invention. Applicants have 
cancelled claim 11 without prejudice and as such the objection is moot. 

Claim 9 stands rejected under 35 USC § 112, first paragraph for 
purportedly lacking enablement. In particular, the Examiner states that the 
application is enabling for parvocellar bronchial or colorectal carcinoma, but such 
does not reasonably provide enablement for the treatment of cancerous disease 
in general. Applicants disagree and in view of the following remarks request 
that the Examiner reconsider and withdraw the rejection. 

As support for his arguments the Examiner relies on the reference of 
Salim Abu-Surrah et al. who report that cisplatin compounds have a limited 
spectrum of anti-tumor activity. However, the Salim Abu-Surrah et al. further 
report that the major causes of the limitations are due to nephrotoxicity and 
inadequate drug concentrations reaching DNA (see page 1338, 2nd column, last 
2 paragraphs). 
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The specification discloses that the claimed compounds have a particular 
effectiveness in the acidic environment of tumor tissues (page 7, 1st full 
paragraph). Moreover, Applicants teach that the claimed compounds overcome 
the deficiencies of cisplatin compounds because nephrotoxicity does not occur 
with the claimed compounds and thus a maximum tolerable dose can be achieved 
due to their low toxicity, and that the claimed compounds are also effective 
against tumors that have resisted cisplatin treatment (see page 6, 2nd full 
paragraph), as evidenced by the examples, which show the cytotoxicity of the 
claimed compounds to breast cancer cells. Therefore, the specification 
conclusively and adequately supports the scope of Claim 9, which currently 
recites solid tumors, by demonstrating why the claimed compounds overcome the 
limitations of cisplatin in the spectrum of anti-tumor activity and that the 
compound are suitable for the treatment of solid tumors because of their high 
effectiveness in the acidic pH range. 

The Examiner has acknowledged that the treatment of cancer with metal 
complexes was well known at the filing date of the application (Office Action 
page 4, lines 12-14). In addition, the specification describes how the claimed 
compounds can be synthesized (see e.g., paragraph spanning pages 5-6), and 
administered (see e.g., page 7, line 22 to page 8, last line) and how their anti- 
tumor activity can be verified (see e.g., the Examples). Thus, a skilled person 
with Applicants' specification in hand would not need to resort to undue 
experimentation to practice the claimed method. A person of ordinary skill in 
the art clearly understands from the specification that the anti-tumor activity of 
the claimed compounds is related to the interaction of the palladium with the 
dithiocarboxylic ligand. The specific xanthate residue may have influence on the 
degree of the cytotoxic activity of the complexes, but all tested compounds 
showed a marked anti-tumor activity and, therefore, in view of the teachings of 
the application, it would be routine for a person of ordinary skill in the art to 
synthesize compounds embraced by the claims, test their anti-tumor activity and 
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apply them in the claimed method. Thus, no undue experimentation is necessary 
to practice the claimed invention. 

In view of the foregoing remarks and amendments to the claims, 
Applicants request that the Examiner reconsider and withdraw the rejection of 
claim 9 under 35 U.S.C. § 112, first paragraph. 

The Examiner has maintained the rejection of Claims 1-4 and 7 under 35 
U.S.C. § 102 for purportedly being anticipated by Watt et al. In particular, the 
Examiner alleges that Watt et al. disclose dissolving the compounds in ethanol, 
which the Examiner contends would result in the claimed pharmaceutical 
composition. Applicants disagree. 

Watt et al. disclose at page 898 in the paragraph above Table 1 that one of 
the reagents, i.e. technical grade potassium ethylxanthate, was recrystallized 
from ethanol. Applicants note that it is the recrystallized reagent that is used in 
the preparation of the metal complexes. But, the potassium ethylxanthate 
having been recrystalized "from ethanol" does not contain ethanol and therefore 
the resulting metal complexes do not contain ethanol. As such, Watt et al. do not 
disclose palladium ethylxanthate complexes in ethanol. 

In view of the foregoing remarks, Applicants request that the Examiner 
reconsider and withdraw the rejection of the claims under 35 U.S.C. § 102. 

Claims 5, 6 and 9-10 stand rejected under 35 U.S.C. § 103 for purportedly 
being unpatentable over Watt et al. in view of Amtmann et al. and Das et al. The 
Examiner acknowledges that Watt et al. and Amtmann et al. do not provide the 
motivation to provide a palladium complex over a platinum complex; however, 
the Examiner contends that the motivation is provided by Das et al. Applicants 
disagree. 



Page 7 of 10 



Application No. 10/525,500 

Reply 

Attorney Docket No. 104354.B270041 

One remarkable unexpected feature of the claimed compounds is their 
pronounced higher cytotoxic activity at a slightly acidic pH than in the alkaline 
range. Such an acidic pH is found in the tissue of solid tumors and, therefore, the 
claimed compounds are particularly advantageous for the treatment of solid 
tumors. Moreover, it is supposed that drugs with such a pH dependent activity 
have an improved therapeutic index (see abstract of Friebolin et al. submitted 
with Applicants' Reply filed February 21, 2008). It was clearly not obvious at the 
time of this invention in view of Watt et al., Amtmann et al. and Das et al. that 
the claimed palladium xanthate complexes show such a pH dependent activity. 

Amtmann et al. teach that platinum xanthate complexes show a pH 
dependent activity. However, at the time the present application was filed the 
chemical mechanism underlying the pH dependent activity of the platinum 
xanthate complexes was not known in the art, as it is evidenced by the later 
published reference of Friebolin et al. Therefore, prior to this invention the art 
did not provide any teaching, hint or suggestion regarding which other metal 
complexed with xanthate might show a pH dependent activity. Thus, one of 
ordinary skill in the art would not have had a reasonable expectation that 
complexing palladium with xanthate would produce a compound having a pH 
dependent anti-tumor activity. Because of this, a person of ordinary skill in the 
art would not have been motivated to replace the platinum in the complexes 
taught by Amtmann et al. with palladium to arrive at the present invention. 
Das et al. does not compensate for the deficiencies of Watt et al. and Amtmann et 
al. 

Das et al. only reports data in a lymphocytic leukaemia test system (see 
page 467, Table I). Das et al. is silent regarding a pH dependent anti-tumor 
activity and fails to indicate that palladium complexes may have a pH dependent 
activity, or that palladium complexes may be effective against solid tumors as 
Das et al. is limited to a blood cancer. Thus, Das et al. fails to provide a person of 
ordinary skill in the art with any reasonable expectation that palladium 
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complexes would have a pH dependent anti-tumor activity and would be suitable 
for the treatment of solid tumors. Therefore, a person of ordinary skill in the art 
would not have been motivated to combine the teachings of Amtmann et al. and 
Das et al. to arrive at the present invention. 

The Examiner alleges that Das et al. contains a general guidance to choose 
palladium chelates in favor of platinum chelates. However, Das et al. teach 
metal chelates of Schiff bases containing NNS donor groups. The Schiff base 
ligands taught by Das et al. and the xanthate ligands of the present invention 
are not sufficiently structurally similar such that a person skilled in the art 
would have expected them to have similar properties. Thus one of skill in the art 
would not have been motivated in view of Das to make the claimed compounds. 

The reference of Salim Abu-Surrah et al., cited by the Examiner, reviews 
palladium complexes in chapter 4, pp. 1349 and also demonstrates that Das et al. 
does not provide the motivation to choose palladium chelates in favor of 
platinum. Salim Abu-Surrah et al. teaches at page 1349, 2nd column, 1st 
paragraph that: 

"This considerably higher activity of palladium 
complexes implies that if an antitumor palladium drug 
is to be developed, it must somehow be stabilized by a 
strongly nitrogen ligand and a suitable leaving group. 
If this group is reasonably non labile, the drug can 
maintain its structural integrity in vivo long enough." 

Hence, considering the above statement in Salim Abu-Surrah et al., a 
person of ordinary skill in the art in view of the state of the art would not have 
reasonably expected that palladium complexed with xanthate, which does not 
have a nitrogen ligand, would be suitable as an anti-tumor agent, because of the 
different ligand-exchange kinetics between platinum and palladium complexes. 
Therefore, a person of ordinary skill in the art would not have been motivated by 
Das et al., who teach palladium complexes coordinated with a nitrogen ligand, to 
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replace platinum with palladium in the xanthate complexes taught by Amtmann 
et al., which do not contain a nitrogen, to make the present invention. As such, 
the claimed subject-matter was not obvious over Watt et al. in view of Amtmann 
et al. and Das et al. 

In view of the foregoing remarks Applicants request that the Examiner 
reconsider and withdraw the rejection of the claims under 35 U.S.C. §103. 

If there are any questions regarding this amendment or the application in 
general, a telephone call to the undersigned would be appreciated since this 
should expedite the prosecution of the application for all concerned. 

If necessary to effect a timely response, this paper should be considered as 
a petition for an Extension of Time sufficient to effect a timely response, and 



please charge any deficiency in fees or credit any overpayments to Deposit 
Account No. 05-1323 (Docket #104354.B270041). 
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